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AB This invention pertains to title N-hydroxybenzamides CyQUQ2CONHOH [I; 

wherein J = independently OCO, C02, CO; Cy = independently (un) substituted 
carbocyclyl, heterocyclyl , aryl; Ql = independently (un) substituted 
divalent bidentate group; Q2 = independently (un) substituted 
alkylene (arylene) , arylene (alkylene) , alkylene-arylene-alkylene; and 
pharmaceutical^ acceptable salts, solvates, amides, esters, ethers, chemical 
protected forms, and prodrugs thereof] , which were prepared as histone 
deacetylase (HDAC) inhibitors. The present invention also pertains to 
pharmaceutical compns . of I, the use of such compds . and compns . to 
inhibit HDAC, and the treatment of conditions mediated by HDAC, such as 
cancer, proliferative conditions, psoriasis, etc. (no clin. data) . For 
example, N- (benzyloxy) -4 -hydroxybenzamide was coupled with 
1- (4-methoxyphenyl) cyclohexanecarbonyl chloride in THF to give the ester 
(52%) . Deprotection using 5% Pd/C in MeOH provided II (PX118478) in 64% 
yield. The latter inhibited HDAC in human cervical adenocarcinoma (HeLa) 
cells with IC50 of 32 nM and demonstrated antiproliferative activity 
against HeLa cells, HPV E7 transformed human keratinocyte (Kll) cells, and 
human T-cells (JURKAT) with IC50 values of 4.6 ^M, 13.6 |aM, and 500 
nM, resp. 

IT 733052-01-2P, 4- [ (Hydroxyamino) carbonyl] phenyl 
1- [4- (hydroxy) phenyl] cyclohexanecarboxylate 

RL: BYP (Byproduct) ; PAC (Pharmacological activity) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 



CAS ONLINE PRINTOUT 

(HDAC inhibitor; preparation of [ (hydroxyamino) carbonyl] phenyl 
cyclohexanecarboxylates as HDAC inhibitors for treatment of 
proliferative disorders) 
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CN Cyclohexanecarboxylic acid, 1- (4-hydroxyphenyl) - , 4- 
[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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IT 733051-78-0P, PX 118926 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(HDAC inhibitor; preparation of [ (hydroxyamino) carbonyl] phenyl 
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proliferative disorders) 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(HDAC inhibitor; preparation of [ (hydroxyamino) carbonyl] phenyl 
cyclohexanecarboxylates as HDAC inhibitors for treatment of 
proliferative disorders) 
RN 733 051-23-5 CAPLUS 
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CN Cyclohexanecarboxylic acid, 1- (4 -methoxyphenyl ) -, 4- 
[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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RN 733051-41-7 CAPLUS 

CN Cyclohexanecarboxylic acid, 1 -phenyl-, 4- [ (hydroxyamino) carbonyl] phenyl 
ester (CA INDEX NAME) 
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CN Benzoic acid, 4- [1- [ [4- [ (hydroxyamino) carbonyl] phenoxy] carbonyl] cyclohexyl 
]-, methyl ester (CA INDEX NAME) 
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CN Cyclohexanecarboxylic acid, 1- (2-chloro-6-f luorophenyl) - , 
4- [ (hydroxyamino) carbonyl ]phenyl ester (CA INDEX NAME) 
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[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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CN Cyclohexanecarboxylic acid, 1- [4 - (acetyloxy) phenyl] - , 4- 
[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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CN Cyclohexanecarboxylic acid, 1- (4 -methylphenyl ) - , 4- 

[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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CN Cyclopentanecarboxylic acid, 1- (4-methoxyphenyl) - , 4- 
[ (hydroxyamino) carbonyl] phenyl ester (CA INDEX NAME) 
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AB RCRlR2NRb ' COR3R4R4a [R = COR5 , C02H, C02R6, CONHOR5 , etc.; Rl = H, 
(hetero) cycloalkyl (alkyl) , etc.; R2,R4,R4b' = H, (un) substituted 
(heteroatom- interrupted) alkyl , etc.; R3 = UXYZUaXaYaXIZa ; R4a = H, alkyl, 



CAS ONLINE PRINTOUT 



phenyl (alkyl ) ; R5 = H or (un) substituted alkyl; R6 = acyl (oxy) alkyl , Ph, 
C02Ph, etc.; U,Ua = bond, 0, (alkyl ) imino, CO, etc.; X,XlXa = 
alk (en) ylene, alkynylene; Y, Ya = bond, 0, (alkyl ) imino, SOO-2, etc.; Z = 
bond, (hetero) cycloalkylene; 2a = H or (hetero) cycloalkyl] were prepared as 
matrix metalloproteinase, TNF-a, and aggrecanase inhibitors (no 
data). Thus, (R) -BocNHCH (CHMe2) C02H was amidated by PhCH20NH2 and the 
deprotected product amidated by 1- (4-methylphenyl) cyclopropanecarboxylic 
acid to give, after O-deprotect ion, title compound I. 

IT 301162-17-4P 301162-18-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of N-acyl -a-aminohydroxamic acids as matrix 
metalloproteinase, TNF-a , and aggrecanase inhibitors) 
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Absolute stereochemistry . 
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AB Title cyclic hydroxamic acids were prepared which are useful as 
metalloprotease inhibitors (no data). Thus, trans-1,2- 
cyclopentanedicarboxylic acid was amidated with 4-phenylpiperidine and 
treated with NH20H to give the hydroxamide I . 

IT 252918-07-3P 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of cyclic hydroxamic acids as metalloproteinase inhibitors) 
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CN 3 , 4-Piperidinedicarboxamide, N3 -hydroxy- 1- [ ( 1 -phenyl eye lop ropy 1 ) carbonyl] - 
N4- [4- [ (4-quinolinyloxy) methyl] phenyl] - , (3R,4S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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